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Which was used as iimuiHri^^Jantigen. 




a- 



n cynomolgus monkeys was xes^> = ^^^^^ 

^tides fSEO ID N0S:1-41) coding the complete AN1792 sequenc 

■ ^ 14 line 13 has been amended as follows: 

^1, ,.,,,-V„UV.I-Tte-Ala ^(SEQ ID NO:42). __ 



. . . 15 line 14 has been amended as follows: 
l^eparagraphbegnnmga^page^^ 



..,e.JZ:-™e.esponsea.ns.a..o.ddepo...^ 
He,pe«an.n.nne«spo.e^^^^^^^^ 

-llepUope.- Bxamplesor— 

include: 

• • tjA PKYVKONTLKLAT (SEQIDN0.43) 

Influenza Hemagluttimn: HA307-319 PKY VK.i^iN 

PM,RE,con»onresidnesbolded, AKXVAAWTLKAAA (SBQ NO:44, 
MalariaCS:T3epUopeEKKIAKMEKASSVFNV(SEQlDN0.45) 
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Hepatitis B surface ^tigen: HBsAg,« FFLLTRILTI (SEQ ID NO:46) 
Heat Sho* Protein 65: hsp65„3-,„ DQSIGDL.AEAMDKVGNEG (SEQIDNO:47) 
baoilleCalmene-Guerin QVHFQPLPPAWKL CSEQIDNO:48) 
Tetanus toxoid: TT.3.« QVKANSKFIGnEL (SEQIDNO:49) 
Tetanus toxoid: TT.,.«, FNNFTVSFWLRVPKVSASHLE (SEQmNO:50) 
HIVgpnOTl: KQIINMWQEVGKAMYA (SEQ ID N0:51). 

. • * ^rr^o^Ci iinf*74 has been amended as follows: 
Ue paragraph beginnmg at page 30, line 24, nas oeei 



The MAP4 configuration is shown below, where branched structures are 
produced by initiating pepUde synthesis at both the N terminal and side chain annnes of 
C Dlnding u^n the number of tintes lysine is incorporated into the sequence and 
Ted to ranch' resulting struct^e wiU present multiple N temtini. In th. exarnp^ 
four identical N tennini have l«en produced on the branched lyshre—ng core, 
nrultiplicity greatly enhances the responsiveness of cognate B cells. 



Peptide 

^KGG- 



Peptide ^ 



Peptide 

^ KGG 

Peptide 



AN90549 (AP 1-7/Tetanus toxoid 830-844 in a MAP4 configuration): 
DAEFsmQ^IKWSKFIGITEL (SEQIDNO:52) 

AN90550(AP 1-7/Tetanus toxoid947-967inaMAP4configuration): 
DAEFRHDFNNFTVSFWLRVPKVSASHLE (SEQ ID NO:53) 
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^ * A am R44 + 947-967 in a linear configuration): 
AN90542 (AP 1-7/Tetanus toxoid 830-844 947 

B^QYIKANSKFIGITELFNHFTVSFWLRVPKVSASHLE (SEQIDN0.54) 

AN90576: (Ap 3-9)/Tetanus toxoid 830-844 in a MAP4 configuration): 
EFRHDSGQYIKANSKFIGITEL (SEQIDNO:55) 

Peptide described in US 5,736,142 (all in linear configurations): 
AN90562 (AP 1-7/ peptide) AKXV.AWTLKAA.BAEFRHD (SEQ ID NO:56) 

AN90543(Api-7x3/peptide): ._M^,^mm^nm^-^-^''^^ 

(SEQ ID NO: 57) 

Ote examples of ftsion proteins (™nu„ogemc epitope of AP bolded) 



include 



AKXVAAWTLKAAA-DAEIMD-DAEFRHD-DAEFRHD 

DAEFRHD-AKXVAAWTLKAAA (SEQ ID NO:59) 
DAEreHD-ISQAVHAAHAEINEAGR (SEQ ID NO:60) 
FRHDSGY-ISQAVHAAHAEINEAGR (SEQ ID N0:61) 
EFRHDSG-ISQAVHAAHAEINEAGR (SEQ ID NO:62) 
PKYVKQNTLKLAT-DAEFRHD-DAEFRHD-DAEFRHD 
PKYVK^i^iNi (SEQIDNO:63) 

DAEFRHD-PKYVKQNTLKLAT-DAEFRHD (SEQ ID NO:64) 
DAEFRHD-DAEFRHD-DAEFRHD-PKYVKQNTLKLAT 

(SEQIDNO:65) 

DAEFRHD-DAEFRHD-PKYVKQNTLKLAT (SEQ ID NO:66) 
DAEFRHD-PKYVKQNTLKLAT-EKKIAKMEKASSVFNV- 
QYIKANSKFIGITEL-FNNFTVSFWLRVPKVSASHLE-DAEFRHD 
^ (SEQIDN0.67) 

DAEFRHD-DAEFRHD-DAEFRHD-QYKANSKFIGITEL- 

FNNFTVSFWLRVPKVSASHLE (SEQ ID NO:68) 
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DAEFRHD-QYIKANSKFIGITELCFNNFTVSFWLRVPKVSASHLE 

(SEQroNO:69) 

DAEFRHD-QYIKANSKFIGITELCFNNFTVSFWLRVPKVSASHLE- 

DAEFRHD (SEQ ID NO:70) 



DAEFRHD-QYIKANSKFIGITEL on a 2 branched resin 



(SEQIDNO:77) 



peptide 
peptide 



"Lys-Gly-Cys 



EQVTNVGGAISQAVHAAHAEINEAGR (SEQ ID N0:71) (Synuclein 
fusion protein in MAP-4 configuration). 



(a 



— — ^^^^^^^ conjugates 

(amino acid residues 1-5. 1-12, 13-28, and 33-42, each conjugated to sheep anti-mouse IgG) 
wereprepared by coupling through an artificial cysteine added to the AP peptide using the 

crosslinking reagent sulfo-EMCS. The AP peptide derivatives were synthesized with the 
following final amino acid sequences. In each case, the location of the inserted cysteine 
residue is indicated by underlining. THe Api3-28 peptide derivative also had two glycine 
residues added prior to the carboxyl terminal cysteine as indicated. 



Apl-12 peptide 
Api-5 peptide 
Ap33-42 peptide 

Ap 13-28 peptide 



NH2-DAEFRHDSGYEVC-C00H (SEQ ID NO:72) 

NH2-DAEFRC-C00H (SEQ ID NO:73) 
NH2-C-amino-heptanoicacid-GLMVGGVVIA-COOH 

(SEQ ID NO:74) 

Ac-NH-HHQKLVFFAEDVGSNKGG£-COOH 

(SEQIDNO:75) 
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. . * 109 line 8 has been amended as follows: ________ 

fl,e binding of these antibodies .0 overlapping peptides « covered fte ent^ AP> 42 
one residue per peptide (synthesis No. 5366, NO. 5331 an 

MotinylatedontheN-terminalwithalinkerconsrsttngofEGEGCSEQlDNO. ) 
U^biotinylatedpeptidesw 

"^^^^T;rKrp::"°o::iZi5.Ms„int.on.^^^ 

„^NaCl,5.1 '^'^^'•'"-"Vr , ties (Pierce) Plates were incubated for one 
duplicate to streptavidin pre-coated 96-well plates (P,«c^ 

colorimetric plate reader. ^ ^ 

Please insert fteaccontpanyingpaper copy oftheSequenceListing. page 
numbers 1 through 22, a. the end of the application and renumber the pages of the 
application accordingly. 



